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of Woburn, Massachusetts, believes inno-
vators hold a clear advantage. “They have 
already developed the necessary skills and 
expertise required to develop products and 
ensure they are comparable to the original 
products,” he states.

Mark Bustard, head of the industry advi-
sory body, bioProcessUK, agrees. “Innovators 
have an inside track; they not only know how 
to tackle development, they understand the 
whole issue of manufacturability.” Bustard 
thinks it will be difficult for other innovators 
to resist getting involved. “It’s a growth mar-
ket they know is going to come in the next 
number of years. I can’t imagine most innova-
tor companies aren’t looking at it—whether 
they openly say that is a different matter.”

Roche recently made its intentions clear 
when it announced a manufacturing deal with 
Indian drug maker Emcure Pharmaceuticals 
based in Pune. The Basel-based innovator 
struck a partnership with the generics man-
ufacturer to produce a low-cost, biosimilar 
version of its breast cancer drug Herceptin 
(trastuzumab), aimed at the Indian market.

Even so, the cost and complexity of ana-
lytical characterization and the high bar set 
for similarity will likely make it difficult for 
smaller, less sophisticated biotechs, believes 
Srinivas Sashidhar, analyst at market research 
company Frost & Sullivan, in London. “The 
need for considerable financial outlays will 
hinder the entry of small biotech firms, in 
particular,” he says.

Beyond product development and 
approval, innovators will also have advan-
tages on the market. For a start, they are adept 
in handling the logistical issues of the short 
shelf-life and the cold-chain requirements of 
biologics. They also have the existing rela-
tionships with prescribers and key opinion 
leaders, which Amgen, for one, intends to 
build on by branding biosimilars it develops 
in collaboration with Watson with the Amgen 
name. Given that automatic substitution is 
not allowed, new entrants to the biosimilars 
arena will need to set up marketing teams to 
promote their products, whereas the innova-
tors have this infrastructure in place already. 
What’s more, association of the biosimilar 
product with the company that produces the 
brand product would likely increase assur-
ance for physicians wavering on whether to 
prescribe a biosimilar or brand version.

The tipping point for innovators may be 
the recent opening up of the US market, but 
wider macroeconomic factors play in, too, 
especially the recent growth of pharma mar-
kets in developing countries and the pres-
sure from governments worldwide to lower 
healthcare costs.

versions of their brand molecules. This is 
highlighted by Biogen Idec, which ditched 
an in-house biosimilars development pro-
gram before throwing its lot in with Samsung. 
The resultant joint venture requires a  
$45-million investment from Biogen—
Samsung is ponying up the remaining $255 
million. “We have a lot of the technical exper-
tise that will be necessary to compete—we 
are as good as anyone. On the other hand, we 
have a full pipeline of proprietary products,” 
says George Scangos, CEO of Biogen. “This 
challenges me on how to participate in the 
[biosimilars] market in a way that we don’t 
dilute the focus in the proprietary market and 
don’t over-reach.”

According to Scott Foraker, head of 
Amgen’s biosimilars unit, two factors influ-
enced the company’s decision to set up a col-
laboration with generics company Watson. 
First, “we realized the market is huge” and 
second, there is “pressure from healthcare 
providers to bring down prices,” he says.

Until recently, one of the biggest impon-
derables was the FDA position on approving 
biosimilars. Although its draft guidelines are 
widely reckoned to be more or less as expected, 
they are also seen as tilting the balance in favor 
of the innovators. As in Europe, the US regula-
tors will take a product-by-product approach, 
with companies referring back to the FDA at 
every step, before progressing to the next stage. 
Peter Welford, market analyst at Jefferies in 
London, notes that although there were “few 
surprises” in the FDA guidelines, they are 
“better for innovator drugs, worse for biosimi-
lars,” with the position on interchangeability 
remaining unclear.

Compounding the regulatory complexity is 
the issue of cost. Depending on whose esti-
mates you believe, completing characteriza-
tion and other preclinical testing, and then 
staging the clinical trials needed to show your 
product is enough like the reference prod-
uct to qualify as a biosimilar, will cost $100– 
200 million (see p. 306). In comparison, the 
price tag for launching a small-molecule 
generic is $2–4 million.

Innovators, with all their skills and exper-
tise, could win both ways. It is conceivable 
they could simultaneously protect exist-
ing markets while holding the trump cards 
needed to clear regulatory barriers erected 
around biosimilars approval. Certainly, the 
originators have the option to maintain their 
hold on the market by reducing their prices. 
They can also direct any spare manufactur-
ing capacity that opens up as a result of los-
ing market share for an originator product 
to making biosimilars. Howard Levine, presi-
dent of BioProcess Technology Consultants 

Anti-nerve growth factor 
drugs exonerated
Clinical trials for a novel class of pain 
medication involving anti-nerve growth factor 
(NGF) monoclonal antibodies were re-instated 
on March 12, after studies were stopped in 
2010 when osteoarthritis patients experienced 
joint destruction. Now the US Food and Drug 
Administration’s Arthritis Advisory Committee 
has cleared the path for drug makers to pursue 
anti-NGFs in osteoarthritis, cancer and other 
pain indications. The 21-member panel voted 
unanimously to allow development of three 
drugs: tanezumab from New York–based Pfizer, 
fulranumab made by Janssen of Raritan, 
New Jersey, and REGN475 from Regeneron 
Pharmaceuticals of Tarrytown, New York, to 
proceed. Separate data analyses presented at the 
meeting suggest the safety signal—osteonecrosis 
or rapidly progressing arthritis requiring joint 
replacement—could be minimized by not using 
drugs alongside nonsteroidal anti-inflammatory 
drugs (NSAIDS) and lowering the anti-NGF 
drug’s dose. “All of us said this is a wonderful 
class of drugs for the management of pain, even 
if the doses have to be titrated and the use with 
NSAIDs needs to include a black box label,” 
says Robert Lahita, a voting panel member, and 
chairman of medicine and vice president of 
Newark Beth Israel Medical Center. In a  
phase 2 trial, tanezumab reduced knee pain by a 
mean of 45–62% from baseline, compared with 
placebo’s 22% reduction. Karen Carey

Biosimilar fees plug FDA deficit
The US Food and Drug Administration (FDA) 
expects industry fees for biosimilars and other 
generic drugs to pay for the agency’s substantial 
increase in spending. This February, the Obama 
administration requested $4.5 billion for the 
FDA in the budget for FY2013—up 17% from 
FY2012. Newly proposed fees paid by makers 
of generics and biosimilars would cover 98% 
of that boost in agency spending under the 
Protecting Patients Initiative. Some stakeholders 
are urging Congress to approve the new user 
fees, whereas others are wary of making FDA 
rely so heavily on fees instead of appropriations. 
“We endorse a clear, science-based, separately 
funded regulatory program for biosimilars that is 
supported by a mix of appropriations dollars and 
user fees,” says Sascha Haverfield-Gross, who 
is vice president of Pharmaceutical Research 
and Manufacturers of America in Washington, 
DC. Officials at the Generic Pharmaceutical 
Association (GphA), also in Washington, DC, 
are less enthusiastic. “The funding provided 
by the user fee programs is in addition to, not 
a substitute for, congressional appropriations,” 
says Ralph G. Neas, GphA president and CEO. 
Some organizations are even queasier about 
user fees, particularly as Congress is expected to 
appropriate only $2.5 billion of the $4.5 billion 
requested. “The key thing to watch is the actual 
budget appropriation and not the user fees,” 
says Margaret Anderson, executive director of 
FasterCures, speaking for the Washington,  
DC–based consortium, Alliance for a Stronger 
FDA. Jeffrey L Fox
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